During the past few years, patients with an unidentified acute febrile illness have appeared on the wards of the New Haven Hospital. They present similar signs and symptoms. We have been unable to recognize this syndrome as that of any of the known infectious diseases. We believe that it may be a new disease and we are taking this opportunity to report eleven cases seen in the past five years, including one small family epidemic. The disease is characterized by fever, a uniform absence of prostration, malaise, a red-brown maculo-papular skin eruption, varying degrees of general lymphadenopathy, splenomegaly, and leukopenia with relative lymphocytosis but without any consistent pathologic cytology. Fig. 1 summarizes the important data. .jt Incubation and epidemiology. The disease has appeared in both males and females, it has appeared in both urban and rural districts, it occurs predominantly in the spring and fall, and only two cases have been seen in the pediatric age group. We have had the opportunity of studying only a single small family epidemic (Fig. 2) and, thus, the data on incubation and epidemiology are scant.* This family of five lived in the country. Drinking water was obtained from an artesian well and milk for all but one member of the family (D. M.) from goats kept on the premises. Although rats frequented the goat pen, no parasites were found on the goats and Brucella agglutinations were negative. In addition, there was a dog which had apparently been continuously well. Of five members in this family, three became ill. The first (C. M.) milked goats until he left home for the hospital on the seventh day of his illness. The second (P. M.) and third (M. M., Jr.) then began milking the goats, and these members of the family became ill fourteen and fifteen days later, respectively. The other two members of the family who had no intimate contact with the goats did not develop the disease. In the other cases in this series no animal exposure was found. From this data we feel that no definite conclusions can be reached regarding the incubation period or a possible animal vector.
Invasion. The period of invasion, calculated from the day of onset of symptoms to the day of appearance of the rash, varied from two to fourteen days with an average of about six days. The major symptoms during this period were fatigue and general malaise, generalized aches and pains, fever, chilly sensations or a shaking chill, headache, anorexia, occasionally nausea and vomiting, and sometimes a mild sore throat, conjunctivitis, photophobia, and painful motion of the eyes. There was nothing specific about this stage of the disease, as the symptoms might have been prodromal symptoms of several infectious diseases. Prostration, however, was conspicuously absent.
Eruption. As noted above, the rash appeared about six days after the onset of symptoms. It was most frequently observed on the chest, abdomen, and back, less frequently on the extremities and rarely on the face. It was a maculo-papular eruption, the individual lesions varying from two to five millimeters in size, blanching on pressure. mistaken for typhoid rose spots. The soft palate occasionally presented a diffuse salmon-pink blush, and there was occasionally a mild diffuse pharyngeal injection, almost always without exudate.
The rash lasted about five to six days on the average, varying from two to ten days, and was usually gone before the fever subsided.
With the appearance of the exanthem the symptoms usually began to subside, and recovery was uneventful. Physical examination. Although obviously ill these patients were not prostrated nor in any acute distress. The pulse was slow in relation to the degree of fever. The respirations were quiet, and there was no cyanosis or jaundice. The appearance of the skin was not unusual except for the exanthem described above. Mild conjunctival injection was occasionally noted, and pain on motion of the eyes was not infrequent. The fundi appeared normal. Congestion of the nasal mucosa was noted in a few cases and there was sometimes slight pharyngeal injection as noted above. Varying degrees of lymph-glandular enlargement usually occurred. The cervical, axillary, and inguinal nodes were the ones most frequently involved, but the glandular enlargement was never striking. The heart and lungs presented no unusual findings. The abdomen was normal except for splenomegaly, which occurred in all but two patients, and hepatomegaly, which was observed in only three. The extremities and genitalia were not unusual. The reflexes were normal.
Clinical course and complications. The clinical course was invariably benign with prompt, uneventful recovery; no complications have been noted. In two of the patients there was a moderate weight loss of ten to fifteen pounds and mild fatigue lasting for a week or so following recovery. Laboratory data. Leukopenia or a low normal white blood cell count was always seen; a relative lymphocytosis usually occurred, especially in the latter part of the illness. The leukopenia was usually replaced by a return to a normal total count, but never by a leukocytosis. There were no particularly pathologic features in the blood smear, although the lymphocytes were occasionally referred to as large and young. Anemia was not present and the urine showed no abnormality beyond an occasional febrile albuminuria. Agglutinations against E. typhosa and paratyphosa A and B, Brucella, Proteus Xl 9, and sheep cells, done on almost all patients were uniformly negative (Fig. 1) . The blood cultures were nega- Differential diagnosis. The diseases most commonly confused with this syndrome have been typhoid fever, infectious mononucleosis, influenza, and less frequently, brucellosis and Rocky Mountain spotted fever. Typhoid. It is not surprising that a disease characterized by nonspecific symptomatology, associated with an exanthem resembling rose spots, bradycardia, splenomegaly, and leukopenia should be diagnosed as typhoid fever. However, the one outstanding differentiating feature was the absence of prostration, which is common with typhoid fever. The subsequent clinical course and the lack of confirmatory laboratory data established the fact that this was not typhoid fever. Infectious mononucleosis. The absence of angina, marked glandular enlargement, late leukocytosis, typical pathological lymphocytes, and sheep-cell agglutination militates against this diagnosis. Moreover, those cases of infectious mononucleosis associated with an exanthem usually have a positive serology.3 This was not present in any of our cases. Influenza. Influenza typically is an epidemic disease, of short duration, with marked prostration, all of which characteristics were lacking in these patients. Moreover, an exanthem is not seen with influenza.
Brucellosis. The brief course, and the absence of leukocytosis, prostration, and positive Brucella agglutination make brucellosis improbable. Rocky Mountain spotted fever. A negative history of exposure to ticks, the non-hemorrhagic character of the rash, the minimal prostration, and negative Proteus agglutinations excluded spotted fever. Measles. This is an epidemic disease most commonly seen in the winter and spring months. The characteristic temperature curve with a fall followed by a rise at the time the exanthem occurs, the presence of Koplik spots, the morbilliform character of the rash, the marked catarrhal symptoms, and the fairly marked prostration all serve to distinguish measles from this new disease. German measles. This, too, is an epidemic disease characterized by a mild pharyngitis followed in twenty-four hours by a papular and morbilliform eruption, which later frequently becomes scarlatinal. Enlargement of the post-auricular and mastoid lymph nodes is highly characteristic in this disease. Shaking chills, temperature exceeding 1010 F., and splenomegaly are uncommon, and the blood picture undergoes no characteristic changes. Exanthem subitum. This is an infectious disease of unknown etiology, seen in the pediatric age group. It is characterized by a high fever for a few days, followed by a critical fall in temperature, and succeeded by an eruption which is at first maculo-papular and later becomes morbilliform. Splenomegaly and leukopenia are common. The appearance of the eruption after the temperature reaches normal limits is the most characteristic feature of exanthem subitum and seems to differentiate it from other exanthematous diseases.
Erythema infectiosum. This disease,",2 apparently limited to the pediatric age group, is associated with very mild or no prodromal symptoms, and with little fever or constitutional reactions. There is no general glandular enlargement or splenomegaly. There may be a leukopenia with a relative lymphocytosis and frequently a mild eosinophilia. The most characteristic phenomenon is the rash, which appears first on the face in a butterfly distribution resembling erysipelas. Later it spreads to the trunk and extremities. It is rose-red and maculo-papular. On the extensor surfaces of the extremities large macules appear, which fade in the center and leave a characteristic lattice-pattern rash. Erythema infectiosum should be readily differentiated from the disease described in this paper. Summary A description has been given of what is considered to be a new infectious disease syndrome. An account of a small family epidemic has also been presented. We are unable to say anything definitive concerning the etiology or epidemiology of the disease.
